The current estimate of children (<15 years) living with HIV and AIDS is 2.2 million [UNAIDS/ WHO, 2005. AIDS Epidemic Update. UNAIDS, Geneva]. The major source of infection occurs through vertical transmission of the virus from mother to child during delivery [UNAIDS/ WHO, 2005. AIDS Epidemic Update. UNAIDS, Geneva]. Recent studies have shown that timing of HIV-1 infection might be related to the onset and rate of progression of CNS disease [Blanche, S., Mayaux, M.-J., Rouziox, C., Teglas, J.-P., Firtion, G., Monpoux, F., Cicaru-Vigneron, N., Meier, F., Tricoire, J., Courpotin, C., Vilmer, E., Griscelli, C., Delfraissy, J.-F., 1994. Relation of the course of HIV infection in children to the severity of the disease in their mothers at delivery. N. Engl. J. Med. 330 (5), [308][309][310][311][312]. The effects of HIV on the brain are thought to be mediated indirectly through the viral toxins Tat and gp120. This study characterized developmental effects on PPI following intrahippocampal administration of Tat. On postnatal day (P)1, one male and one female pup from each of eight Sprague-Dawley litters were bilaterally injected with 50 mg Tat or saline (1 ml volume). Animals were tested for PPI of the auditory startle response (ASR) (ISIs of 0, 8, 40, 80, 120, and 4000 ms, six trial blocks, Latin-square design) on days 30, 60 and 90. Tat altered PPI and the pattern of alterations was different for males and females. For males, a leftward shift was evident in the ISI for maximal inhibition of the response on day 30 and on day 60 (x 2 (1) = 4.7, p .03, and x 2 (1) = 5.3, p .02, respectively), but not on day 90. For females, Tat altered peak ASR latency across PPI trials (8-120 ms) at all days of testing (30, 60, and 90 days of age), as indexed by orthogonal component analyses, indicating less modulation of PPI by ISI. Data collected from a second group that were tested only once at 90 days of age, suggested that the observed adverse Tat effects for males and females early in development were maintained with age. Thus, the diminishing TAT effect on PPI at day 90 in a longitudinal study design was attributed to repeated testing, rather than 'recovery of function'. Collectively, the data suggested that hippocampal Tat injections in neonatal rats produced alterations in the pre-attentive process of sensorimotor gating, as indexed by PPI.
Introduction
In 2005 the number of children under 15 years of age living with HIV was estimated to be 2.2 million. More than 700,000 children worldwide under 15 years of age were newly infected with HIV/AIDS, almost all through vertical transmission of the virus from mother to child during pregnancy, delivery and breast-feeding during the first days of life (UNAIDS/WHO, 2005) . Since the beginning of the HIV/AIDS epidemic, the course and effects of the disease have been documented and established in adults and the effects of neonatal infections are only beginning to be better understood. Commonly (up to 90%) infants and children with symptomatic HIV infection develop evidence of central nervous system (CNS) dysfunction. HIV-1-associated CNS disease syndrome or HIV-1 encephalopathy appears analogous to HIV-1-associated dementia complex (HAD) in adults (Belman et al., 1988; Belman, 1997; Blanche et al., 1994; Da Cunha et al., 1997; Epstein et al., 1986 Epstein et al., , 1988 . The active and persistent infection of the brain with the retrovirus HIV-1 is a major part of the spectrum of HIV infection in children (Belman et al., 1988; Chearskul et al., 2002; Epstein et al., 1986) . The adverse effects of HIV-1 on the developing immune system and nervous system often results in more rapid onset of clinical symptoms and progression to death in infants relative to adults (Belman, 1997 
